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Fig. 1. Immunofluorescence staining for NERP-1 (a) and NERP-2 (b) in the rat LH. Double immunofluorescence staining for
NERP-2 (red) and either orexin (c) or MCH (d) (in green) in the rat LH. e, Immunostaining of NERP-2 (blue-black) in the
human LH. Immunoreactive fibers of NERP-2 (f) and orexin-A (g) in the rat ARC. h, Co-localization of NERP-2- and
orexin-A-immunoreactive fibers. Fx, Fornix. Scale bars: 50 ym.
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Fig. 2. a, Quantitative RT-PCR analysis of vgf mRNA levels normalized to ribosomal RNA levels in the LH of rats that fasted for 48 h or
fasted for 48 h with a 2-h refeeding period. *P < 0.05. b, Food intake of rats fed ad libitum after an icv injection of NERP peptides.

*P < 0.01, **P < 0.001. ¢, Reduction of food intake after treatment with anti-NERP-2 IgG. Free-feeding rats received 0.5 pg anti-NERP-2 IgG
or NRS IgG icv at 17:00. Food intake was measured from 1 to 24 h after the start of the dark phase at 20:00. *P < 0.05, **P < 0.01.
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Fig. 3. a, Anti-orexin I1gGs, but not anti-MCH IgG, abolished NERP-2-induced IgG OxRs _ _ + — ¥
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aCSF ARC LH PVN ¢, Reduction in oxygen consumption after anti-NERP-2 I1gG treatment. *P < 0.01.
NERP-2 d, Effect of OX1R and OX2R antagonist co-administration on NERP-2- and
. . " orexin-A-induced locomotor activities in rats. *P < 0.05, **P < 0.01.
Fig. 4. NERP-2 (15 pmol ??Ch S'.de) was administered to the ARC, e, Locomotor activity of orexin-deficient mice and wild-type littermates after icv
LH, or PVN. NERP-2 administration to the ARC, but not the LH or administration of NERP-2. *P < 0.01

PVN, increased food intake. *P < 0.001 vs. aCSF, LH and PVN.
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